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Khimiya 1 Primenenie Fosfororganicheskikh
Soedinenii, pp.344-3535,

| Treatment of Bxperimental Paralyses with Betraethyl Monothiopyrophosphate
by M, M, Lenkevioh
(Leningrad Institute of Bxperimentel Mediocine,
Academy of Medicel Sciences USSR)

In the present communicatiorn I shall report the experimental data secure:
in two laboratories. | |

In February-April 1988 in‘thi Departasnt of Pharmacology of Minsk Medical
Institute under the direction of Prof. K. S, Shadurskii there was studied
by me the effect of tetraethyl monothiopyrophosphate (TBTP) ln pharmaco-
therapy of periphcrnl ‘weak paralyscs of traulntio oricln. In Soptcnnr-
November 1955 in the Department of Phnrlnoology of the Inntltuto of Bxperi-
mental Medicine and Academy of Mediocal Sciences USSR in Leningrad, under
the direction of the Member of the Academy Prof. 8.'1. Aniechkov, there were
made studies of phar-ncéthornpy of central paralyses Af neurovirus etiology.

Having discovered in the previous work that TETP produces a stimulating
action of the N-cholinoreceptors of the central nervous system and the skel-
etal musculature, and also considering the literature data on the use of
some substances with anticholinesterasic activity in treatment of weak ( or
flaceid) pcraiyacl in climies, we set out to study the aetion of TETP in
the treatment of peripheresl paralyses on whita mice.

Traumatic damage of the sciatic nerve was performed according to the
m thod developed by M. A. Rozin in N, V, Lazarev's laboratory. Bkeh experimam:-
tal group consisted of twenty mice (thus 400 total). The degree of damage
of the soiatic nerve was such that in the control miece She tone of the
distal musocles determined at the distance of 1-35 and 8-4.t1n¢oro was restorsd
only after 30 days nrtor the application of the Dieffendbach oclamp. The
uqueous solution of TETP was intrdduocd subocutaneocusly end in some experim-

ents it was administsred into the stomach and at the site of demage in the
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dosago of 0,08 and 0,38 n/k&. The, mmm of TETP was cm both
prophylactically hornu the qpmﬂdn and after various iatervals following
the latter., . ... - Rt SRS H!

It was utablhhod by these cxpcriunsl that the sourss nt paralyses
originating as the result ef traumatiec damage to the sciatis merve repro-
1uses the olinical 'forl of flaceid paralyses with loss of sensitivity,
trophic disturbanses,, ruotim of partial Feformatiom ant lm of ligament
1eflexes, . .. o ol f%f;g'g AUE BEpAT EL Ly O 8 %hw} EEE

In mice which were left without Areatment ( fig.}, mh‘nt 1) eor
after administration subsutanecusly eof 0.5 ml. of isotonie salution of tablo
salt, the oure set ia slowly asd enly after 37-30 days followiug the damage
did the tone of the diml mlu‘moh the original figures, Here in some
25% of the cases there were observed trophio disturbances whish led to
necrosis of fingers and loss of. MOIgAb i L o AT %

After suboutaneous administration of TEYP in the dosage ér 0.06 mg/kg
on the'third day following the. damags the tome of the distal museles in
the foot with the damaged merve was. ngticeadly imersesed. Sudseguent ‘doubdble
administration or rm on the 13th Mywmud a ocomplete restoration 6:‘ the
tone (experiment 2), The uu lm&;hux wes restored aloag un 1igament
reflexes and the troyhu unww«gamu only in singular cases.
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It follows ffom this experiment that the oure oocourred 2.3 times
for rapidly under the action of TETP in the indicated dosage in comparisor.
with the oontrol. | '

After increase of the dose by 3 times in the rolloiing group of mice
(experiment 3) a complete restoration of the foot funotion with the damagec
nerve took place on ﬁho 10th day, or three times faster than the ocontrol,

In subsequent groups ( experiments 4 and 5) a daily edministration of
TETP in the dose of 0,18 mg/kg and especially S hours after the damage
assured already on the 4th day i consideradble increase of tone of the
distal musoclss, '

From this it follows that tp: most rapid use of TETP after a damage
creates favorable conditions for olinical ourse. | _ h

Tollowing these studies we introduced in the subsequent groups (fig.
2, experiments 6, 7 and 8) TETP prophylactically eight days before the
operation, using a daily dose of 0. 18 l¢/kg.

It is evidemt from these figures that the prophylnotic ndmlnﬁstration
of TETP inoreased the muscle tone even im unoperated miee (experiment 6);
after the danngo to the solatic nerve tho diotancc bctvocn fingers did
not fall to the lowest figures (4-3 mm) dut ronailod at tho higher levels
(5.2-4.8 mm). In this experiment in which a subsequent administration of
TETP. was not performed a complete oure took place om the 6th day after
the operation, i.e. five times more rapidly than inm control mice (exp.6).

It follows from this experiment to all appearances that the prophyl-
actic administration of TETP in diseases or -nniyqlationa which may lead
to the dovoldilsnt of peralyses ip @Oli{lbl‘o

Oporntin o [
TETP 0.18 u/lrc

TETP 0.18 ng/kg
TETP 0.18 mg/kg internally

Days
Pie. 2.
Approved For Release 2009/01/13 : CIA-RDP80T00246A004000080002-7



Approved For Release 2009/01/13 ; CIA-RDP80T00246A004000080002-7
Pro ) .

In experiment 7, along with the prophylactic administration, the sub-
stance was also adninihtorod duripgg eight days daily in the dose of .18
mg /kge

By the fourth day it was possibdle to note the oconsideradble restoration
of the tone, with ocomplete ocure in 12 days. |

It follows from this sxperiemmt that a frequent admimistration of the
substance does not have eonsiderabdle advantages over the technique of
its adniniuténtion every other day.

After administration of the substanes imto the stomach ( experiment 8)
in the same dosage we -;rc able to note that ocure lnvtho experimental
animals oocurred in the sams period of time as after subcutaneous adminis-
tration, |

It follows from this that in a clinical study ef the sudbstance one may
suoccessfully use tho_urnl method of administration, amd at the same time
it was established that im the oril method of adninintritlon of organo-
Phosphorus compounds their toxicity is deereased d»y 7-10 fold.

Having obtained such results we compared them with the results of
treatment by other substances used for therapy of'rlncold'p‘ralyaes. We
ran experiments with Dibazol and obtaiined 8As data which were analogous
to those in the literaturs. _

As can be seen in rig.3 (expenpiments 9 and 10) Didaszol taken in rather
large doses of 10 mg/kg in the first period almost falls to give a thera-
peutic effect, but used im the second, restorative period of the clinical
course of'tho parelyses it ocaused in the la-o'GOtagn am exoceptional effect,
In the latter case oure.took place on the third day after._use of Vibazol.

In combined treatment with Dibazol and TETP it was possidle to note that
during the first period of the olinical courss of the parelyses (exp.1l)
the rostoratipn,otethb Sone-of ‘the distel muscles procseded energetically
and on the third day it was almost complste. Complete surs took place in

410-12 dny-, i.0. the same period as with TBTP alome.
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Dibazol 10 mg/kg

Dibazol 10 mg/kg

Ddbazol + TETP

Dibazol + TETP
Dihazol ¢+ TETP

Phenadon 1 mg/kg ¢ TETP 0.16 mg/kg

Days
Pig.3.

It follows from the above that the restoration of the tone took place
under the influence of TETP and that Dibasol displacyed no noticeables effe:-.

From the comparison of the action of Dibazol and TETP dsed together duri:-
the second period of the elimical course of the paralyses ( exp.l2) it is
evident that a single administration of TETP and Dibazol produces a complsts
cure of the tone 17 times more rapidly thn in thd.e.ontrol._

For clarification of the question as to whether or not TETP possesaes
under our conditions any cumulative effects and whether or not it causes
an overstimulation and exhaustion of the nmervous system. we set up some
sxperiments with prolonged adminiatration of the substance. After daily
administration of TETP and Dibezol over twenty days ( exp.1l3) we failed
to note the phenomena of overstimulation or exhaustion of the nervous syste:x.
Cure ocourred after 1l dayss - - ---- .. . .

From the above one may conclude that the physiological mechanism of
the basis of pharmacologieal activity of the substance in these doses
is not beyond the funotibul @reshold of the nervous systea.

In oonnection iith the fact that the restoration of the tone of the
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i.3tal muscles to the original level may be considerably hindered by pa::
originating in the nerve damage and to some degree in the muscle, we sa'
some experiments with.oo-hinod therapy of paralyses by means of Phenadon
in the dose of 1 mg/kg and TETP in the dose of 0.18 mg/kg. It was shown
by these experiments that the restoration of the tone of the distal muscle=x
took place on the third day of the treatment. Complete restoration of the
foot function was noted on the 13th day. )

It should be noted especially that in experiments in which TETP was usec
in combination with Dibazol or Phenadom, trophic disturbances wers not
seen in a single case in the operated foét. This positive effect of the
indicated combination im treatmsnt of flaccid paralyses which are accompan:ie:
by trophic disturbances should attract the attention of Qho olinicists.'

TETP was also studied during the period of residual phenomena of the
clinical course of the paralyses, i.e. after one and.two months following tr:
traumatic damage of the sciatic nerve. It was shown that TETP was suffic-
lently effactive for treatment of the residual phenomena after paralyses.
The greatest thsrapeutiec: effeet in-this sase was observed in mice in which
the lowered muscle tone stayed in the low rangs of figures throughout the

-month,

The stimulating effect of TETP on the N-cholimoreactive structures of
the central nervous system allows one to oconsider that this substance may
also give a favorable effect dn the course of ocentral paralyses (poliolye-
lytic, lead, ets,) whioh are the result of afflictions of the appropriate
regions of th; cont;tl nervous system. . _. o

A further study of the action of TETP was made dn’parnlydhs of ocentra.
origin following the suggestion by Prof. S. V. Anichkov. The high lipoidc.
philic nature of orgnnéphosphorus compounds, incldding TETP, gave one
reason to believe that this substance should possess not only the peripher-.
predominantly tomie aoctiom, dbut was what most important - a central action.
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Results of experiments with thLe uze of teiruethyl monothiopyrophosphate (TETP) in the

phermacotherapy of paralyses or neurovirus etiology.

v;rns

1LDS50 Number Numbsr of Paths of adminis- Results of Durati- Relar ks

of groups in tration of the therapy on of .
animals experiment substance (ratio of obser-
recovered vations
to dead Days
, animals) .
: After At end
¢ total of
. death exper-
in iment
‘ _ eontrol
Virus of spontaneocus 1,000,000 Guinea - S Prophylsubcut., 2:0 1:0 16 In ome of
aouse encephalomye- pigs, 20 Proph. intragast.2:0 0:0 rg¢oovered
1litis (Taylor virus) Subeut.treatment 2:0 0:0 pigs, the
strain KS - : Intragestr.treat,0:0 0:0 tone of
: Virus control Dead in 8 days distal mu-
. . ] scles was
: restored
Same virus 100,000 Guinea pigs 4 Virus control Dead in 14 days 30 In 7 of the
i 28 : Proph,subout. 7:0 7:0 recowered
! ’ Control ,NaCN 4:0 1:0 animals, no
. Phpeph ,subout. paralysis
+ NaCN 2:0 .0:0 developed
’ in four,
Lansing strain of 100 Waite mice,30 3 Virus control Dead in 11 8ays 15
poliomyeljtis virus : Proph.subdbcut, 1:0 :
o Subcut.therapy
. + 0, . 3:0 3:0
Virus of .two-wave Lenin- ' 100 White mice -10 Proph.subcut. 6:2 6:2 13 Virus 107*
grad tick meninggence- and 100 ditto 2:0 2:0 ‘virus 10-2
phalitis 138,000 Proph.gastr. 2:2 2:2 virus 10-4
ditto 1:0 1:0 virus 10:%
Subcut.therap. 1:0 1:0 virus 10
Gastr.therapy ~ }:0 1:0 virus 10-2
Virus control 10°%* Two alive

ditto 10-2 Dead in 12 days
TETF control,0.13 mg/kg All allve

Total contro All alive

Approved For Release 2009/01/13 : CIA-RDP80T00246A004000080002-7



“r » TR R RO T e N TS Aa— NGV -

Approved For Release 2009/01/13 : CIA-RDP80T00246A004000080002-7
Continued table

Herpes virus 3 and 3CO Whits mice 80 8 Subcut.prephyl, *viras 1972 5.0 o¢ Botar 1o
adapted to ditto + virus (0=~ 9-8 -4 hed
nerve tissue ditto +NaCN +virus 103 3.0 C°0 virus
ditto +NaCN+virus 10-=5 4:8 1:4 letitre
Control of virus 10-3 Dead in 10  1D50
days 1:318200
control of virus 10~° Four alive
NaCN+virus 10-3 5:0 0:0
NaCN + wirus 10-5 7:8 1l:4

i

Tabdble 2. '
i

Ruuitn (comparison of mortality) of use of TEYP in guipnea pigs infected with the virgs
of spontaneous mouse encephalomyelitis (Taylor virus, strain KS; LD50 100000 for mice)

Bxperimental group Number Day after infectionm: ®
of lst 2nd 3rd 4th 5th 6th 7th ath 9th 10th 11th 12th 13th j4th 30th
animals : ,
Virus control 7 7 7 7 77/2 7/3 6/3 5/5 3/3 3/3 3/3 2/2 2/2 —mme e
Prophylact,TETP ? 7 ‘7 9 " 9 92 7. %9 9 9 7/3 7/ 7/3 7/2
NACN control 7 7 L 2 7 7 7/3' 7/¢ 7/4 7/4 7/5 8/8 3/5 i/4 1)1
Prophyl ,TETP+NaCN 7 7 'l 4 7 7 3/1 3/1 2/1 2/18/18/1 2/1 2/1 - 2/1 -
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I+ ic specifically this that ad%antagoouily separates TETP from other an’ .
“ani.nesterasic substances which du not possess the ability to bind them-
seives with the 1lpoids of the nerve tissue. We found no studies in the
.iterature on this problem. The oxygen analog, TEPP is being used abroad
for ¢linical purposes in muscular weakness,

As an expsrimnntal‘-odll fof central paralyses we selected the infecti-
0Ous paralyses.whibh dovcloﬁ in animals after infection by the virus of
human poliomyelitis (Lansing strain), by mouse encephalomyelitis (Taylor
strain K3), by two-wave Lonlnsrad tiok meningoencephalitis, and by herpes
virus (Herpes simplex) adapted to the berve tissue.

This study was necessary as well ror}tho reason that the site of local-
ization of the pathologiocal process in many neurovirus ailments and the site
of application of action of the test compound coincide (the froptal process
of the spinal cord and the region of respiratory center in the medulla
oblongata).,

It was of interest to eclarify not only thn'uriéinntion and the develop-
ment of paralyses, the -tito of the tone of distal muscles of paralyzed
extremities, but also the behavior of the virus, its reproduction in the
blochemically and functionally altered nerve cell under the action of TRTP,

The cytopathogenic aotion, alteration of the titre of the virus-neutral-
izing and complement-binding antibodies were studied on Syrian rats, guinea
pigs, white mice with ih&rtbrnln and intraperitoneal infections, as well as
with developing hen embryos and in cultures of the tissues of cancer tumors
(Hell strain). In additiom, observations were made on the temperature, the
weight and general state of the animals. The results of the wxperiments are
shewn in the table. The work was completed in colleboration with the Virusol«,
Department of the Institute of Bxperimental Mediocine, Academy of Medical
Cclences USSR, by sclentific workers L.M.Kurnosove and V.I.Il'enko.

I the first experimeut after infection of guinea pige-sucklings, hgvin,
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*ndy weight of 50-100 grams, with the virus of spontaneous oncephaic:ye,"
fvirus of Taylor, straim K3) in the amount of 1000000 LD50 the contro, o~
iied completely on the 8th day with severs symptoms of paralysis of thae
respiratory center and paralysis of front or hind legs.

Animals which were given TETP in the dosage of 0.13 mg/kg were nct al.
deal at that time, In the three groups there were left two guinea pigs e: ..
Ir. one group TETP was administsred prophylactically three days Defore ths
tufection, while in other two groups it was given prophylactically into
the stomach and in suboutaneeus therapy. In all six animals remained alivs
from the 16, after the death of the controls. At the end of the experimert
on the 16th day there was left alive only one guinea pig from the group <f
ar.1mals which had been given TlTPhsuboutanooully prophylacticelly. Parsl)ys:
levalopment was nearly the same in the animels of all five groups. In ons
2T the recovered guinea pigs the tone of distal musoles was restored.

This experiment was then repeated with the onli dirfer;hoe being that
for the test we took animals which were older having body weight of 150-207
grams, and the amount of wvurus was reduced by 10 fold (106000 LD50). TBTF f-
ths same dose was administered not onoe but two t}gps_g.ﬁay and the admin.s-
tration was begun not three, dut eight days bcforo the infeotion by the
.saxe virus (Taylor virus, strain K3),

As the rosg}t.pf'thg.cqurxnggg_ig“tgp.ooﬁtrol group qf the animals
there appeared paralyses on the fifth day after infection in two animals of
ths sever in the group, while on the seventh day there began the death cf
animals with clearly shown phenomena of peralysis of the respiratory center.
By the l4th day after infeotion all control animals died. In all the anima'-
without exception there developed paralyqo- of the front or hind legs.

In the group of animals receiving TETP both prophylactically as well
es after the infeotion the introduﬁtipn of the virus did not csuse such
severe phonomqna and the animels dore the cfcnf'iilnﬁivdly easily. Of the
seven recovered animels paralyses failed to develop atall in four, while
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L. *hree anlmals‘tPa.pa:alyaiq"uroac-cn the 11lth day, i.s..8ix deys later
¥aan in control, On the 20th day after infection the paralysis of a left
front leg in one of the animels passed awey and the leg funotion was restc -
“omp.etely. ‘

The use in this experiment of sodium oyanide as one of the most powerful
suzymic poisons either alone or combined with TETP gave an insignificant resu -,

At the end of the experiment after thirty days after infection the
raccvered animal;’had a'hoalthy appearance nng_gq;pog on the average 30 grams
in weight, . | T

It follows from this expsriment that the prophylactioc use of TETP produce .
a considerable therapeutic effect after infeotion by a relatively large
dose of the virus and protects the animals from death, lowering the incidsnce
¢f resulting paralyses by approximately a factor of two.

One may think that TETP pwevents thc.dovolopqqnt of paralysis not only
in the motor analyzer but also in the region of the roibir;fory-oehter, ir
the death of the animals is rcgardo4 as the result of paralysis of mainly
the respiratory center. o _

The protective aotion-of-TEIP in aniisals against the virus of human
poliomyelitis, adapted to mice (Lansing strain), against the virus of two-
weve Laningred tock meningoencephalitis and against the herpes virus adapted
to nerve tissue, is expressed fo a lesser degrees - 50-§O$ in oomparison with
tte control (4:0 of 200, 13:4 of 100, 21:16 of 80, respectively, after total
dsath of the controls). Here in the mice which recovered after the infection

It follows from these experiments that the degree of proteotion by TXTP
&zainst various neuroviruses is ot the same. The latter fact can be explaines
by tnas possible difference or'virusol in'tho biochemical sense, and also in
pirt by the low degree of pcrtodtion of the experimental models with these
viruses for pharmacological studies. The oxpcrin‘nti'had to be run under

extremely unfavorable oonaition. for development of the therapeutioc action
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"+, Thus for example the infection by the virus was done intracersvr-
*.+, hy a path which does not occur under natural conditioms. HQre the viru:
wi: t=ken in very large doses of up to 1000000 LDSO,

Having obtained such data we dscided to clarify the direct action of
TZTE on the virus,

For this purpose the herpes virus in various dilutions was mixed with
a~ squal volume of a solution of TETP in final concentration of 1:100000,
Tasn the mixture was 1ntroduood into the amnyotlc cavity of developing hen
amtryos of 10 day ago. After 48 hours thc entire amnyotic fluid was used to
infect white mice in which the virus titration was run. |

As the result of the experiment it appeared that the death of both the
rontrol mice and the mice infected by a mixture of TETP+virus was the same
with appropriate dilutions of the virus,

In connection with this the question appears as to conclusion that TZTP
dces not have,a.diréot haraful effect on the herpes virus.In this experiment
we a.co falled to note any virus-static action of TETP, |

Proteétive action of TITP,.ono must asauno,'ia‘oonditionod by its dlrec:
action on the nerve cell, the biochomiltfy‘lnd the functional state of which
are altered under the influence of TETP, The invading virus apparently dces
not find, under the conditions of such an altered cell, the favorable con-
ditions for its development, Not having its own enzymes, thc virus does nct
raceivs food or energetic lnbstanccs and is weakened as a result of this,
Bssides this weskening of tho virus, there is also the aid from the growth
of the téter of the vlrus-ncntralizing antibodiea.'rho protoctivo reacticn
of the organidn, displayed dy the rise or'bodylfo;pnraturo, ;iong with other
factors assures a destructive aotion on the virus, The thus developed cond-
itions as the result of interaction of the virus with the organism of the
animal which had received TETP resemble in many ways the vaccination of an
animal by a weakened vlrnl culturo. The difference consists only of the fact

that in our experiments thil'v,ukon1n¢~ogourl in the ncrvg ocell itself,
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© vae pasis of our experiments it 1s possible to su-pcse ".-

2 new path for interaction on small neuroviruses.

.rcng organophosphorus compounds, thus, there may be found sve: mor

n>*1se substances which may be less toxic than TETP,
References, ,

.» . Lenxevich, 1955, Health Protection of Belorussia, No.3,pp.5i-L",
-, M, ,Rozin, 1954. In book "Reproduction of diseases in animals for

experimental-therépcutlo studies”, Medgiz, pp;;98-201{
"o M,Thomas., 1952, Rivers, Viral and Rickettsial Infections of Man,

Remarks.,
B.4.Arbuzov (Kazan Section, Academy of Sciences USSR)

It is pleasant for me to hear that organophosphorus compounds synthas:..
ia the Kazan Section are finding more and more new areas of application.
Ne¢ can satisfy the requests of'pharnacologista by supplying to them in
rseisd quantities Pirofos and other organophosphorus compounds simila: t.
:n chemical structure, The contact between the chemists and the pharmacocli®-
‘2ts will aid a rationally directed synthesis,

. U,Sh,Akhmerov (V.I.Lenin State Institute for Improvemsnt of Medics.
Personnel, Kazan).

The report by M.M.Lenkevich is very interesting from the viewrcint ¢?
proepective use of TETP in clinics. The question exists as to the acticn -4
o TITP on the erganism during the acute and the paralytic periods. The
prehlem arises: does thoigpro take plabo thréugh the acstion of Ppe substarn .
~n the virus or on the nerve cell? . ‘ | |

As it is known, Dibazol is effective only during the paralytic period,
therefore the mechanism of action of TETP is different. From the repprt :ty
M. M. Lerkevich it follows that TETP does not permit the action of the virus
~z the nerve cell, In our clinic we observed two cases of ascending paralyv.-
By using an injection of proserine already at the bulbar phenomena of pa:sa.

vsis, the latter was cancelled and the patients recovered. Proserine gave
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~ovaren’t of the ﬁrophism of the narve cellé and thus reised <nh-
~auce to the toxin. The most ranid testing of TETP in clinics s s .

N.I.Vylegshanin (V.I.Lenin State Institute for Improvemern*
of Medical Personnel, Kazan).

Tn the summaries of M.M.Lenkevich report there is stated that " the
wct:ve action of TETP apparently is caused by its direct acticn on
1= perve cell., The invading virus does not find in Quch an altered cell
'te favoratle conditions for 1its doyclopl.nt. The weakening of the virus
15 alded by the growth of the titer of virus-neutralizing antibodlies". The
mechanism of action of TETP in polionyelitié is not clear, Conoerning which
ac*tion does ths author speak: etiotrople or pathogenic?

In connection with this question I wish to recall the work on the plae .
nv N.N.Zhukov-Verezhnikov. He showed that is one gives the possibility t>
*he patient or infected animal to withstand the period of plagﬁo bacillemia,
whi:h is the most dangerous during the development of the disease, that the
is-~riction of the plague bacilli and ro;ov;ry rcsults. It seems to me tha-~
t & substance of TETP type aots pathognnotioally,rathor oreating conditions
5. the nerve cells, infoctod by the vlrua, to enadle them to withstand
+ha destructive action of the pathologioal irritant,

For development of the processes of immunological protection of the

' iuism somes period or.tim is always needed. It 1s‘thia period that ls
.~ langerous to the 1fife of the sick organism. In order to speak of vaccin-
at.on with a weakened live virus cultu;o under such oonditioné, it is nace-
ssary to study the state of the virus in the orgenism on which TETP had ac-.
M,.Ya.Mbkhel'son (1st I.P.Pavliov Mediocal Institute,Lsningra:

The report by M.M.Lenkevich is a proof of the victory of the I.P.Fav.
.+r7]- the method of experimental therapy. In connsc'.ion with this rep-r:

T recall 1nvoluntar11y the experiments nad. ip N.V .Lazarov .8 laboratory

whien Dibazol was being tested for treatment of aftereffects of polio.
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‘ srimants by M.M.Lenkevich there is being discussed the problem ax:. .-

;.tien of the substance on virus reproduction, on its viability {n the

~-an.sm of a warmblooded animal. This completsly new action gr TETP is
174 gn* from the action of other anticholinesterasio cbnpduhda. .

.M. Lenkevich expressed the suppésition about the aoction of TETP on all-
g2terases, but in a test-tube TETP does not act on the vlrul;}honce, the
recnanism is different, For this purpose it is very interesting to run coatr
exper:merts with eserine and proserine which, as it is kmown, do not act cn
aliestarases. The treatment of polio is onc of the most real problems. Thie
alone speaks of the value of the present gqrc. We wish success to M.M.Lenkev:
I L intereséihé crcativo‘rgaiarchos. Possibly among organophosphorus com-
pounds it will be possible to discover even more effective and more suitabls
suhstances for clinical uao than TETP.

I.D.Neklesova (annn Sootion, Acadenmy of Soiences USSR)

Data reported by M.M.Lenkevich are very interesting. One more area is

cpsued for application of organophosphorus compounds. I wish to direct yamr - .

attention of the speaker, in oconmnection with the proposed ulquor TETP in
clinics, to the cumulative properties of TETP and the rapidity 6f hydrolysis
of it in aquooué solutions. It is evident froa the report fhnt control guirac::
plgs did not die after daily administration of the Substance .in amount of
0.18 mg/kg over 18 days. It seems to me that such results eanmot be obtained
with a pure and unhydrolyzed specimen of TETP. Bwidently M.M.Lenkevich failel
to consider the possidble hydrolysis of TETP and administered, therefore, a
very much smaller dose. These properties of the compound nnst be considersd
in later work, in order to avoid obtaining unexpected and undesirable result~,

Yu.S.Kagan (Kiev Inatit?tc for Labor Hygiene and Occupational Dic-
eases

M.M.Lenkevich gave new and o:iginal facts. The prodblem arises: does TETH
alone possess these properties or is this true of others among organophosprh.-
compounds? The activity of cholinesterase must be examined whioh will perm.:

ore to judge the cumulative effects of TITP.
* Approved For Release 2009/01/13 : CIA-RDP80T00246A004000080002-7



Approved For Release 2009/01/13 : CIA-RDP80T00246A004000080002-7
i6
s by M.M.Lenksv !zl

Swown from the work of Jaranese workers that in infecti-r
“be amount of true cholinesterase is consideraniy inr,. .-

«t= 2w thlnk that the paralysis of the motor ce..s rf

“e sp.nal cord arpd the respiratory center occurs 31+

= i these nerve organizations the secretion of -acety.chol!:r:
>i evan in the moment of statu nascend:., Losing thereby . ¢
comprmant which maintains the trophism of the nerve cells (. ¥.% -
“nt o lattsr dle, which fact is confirmed by a series of hi:: -
1. fencae thae therapeutic action of TBTF is cleer, Introducs: L

.7 O0r in the moment of infecticn 0f the animals by the vir.:

t.vates chollnesterase and thereby protects acetylch 1.. .

«.i"7 07 %he nerve cell &xainst the virus attack. Ve J1:

- u.utive effects of TETP,

" ing f-r the purposes of aconomy a'day-old soluticns, we .::

= owertiy hvirclyzed éubstance ((at 32° in a day the hydrolv.: -

".; 7', However, the thus obtainei positive therapeutic efrfe:-

© 10t that products of partisl hydr-lysis are also useful tc ;.
“net it would be interes.ins tc¢ run speciél exreriments <. ... .

"v -msi of TETF and to clarify the action of the intact molscuis 28 TITC

rrocucts of appropeffiate transformeticrne,
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